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The primary cause of Duchenne Muscular Dystypphmondition that dects 1 in 3500 lie male births, is
a ceficieny of the protein dystrophin. This deficignteads to denregulation of the neuronal nitric oxide
synthase (NNOS) andvered production of nitric oxide. This studyéstigated the effects of L-arginine, the
substrate of NNOS, on cardiac function and fibrosisxds mice, a widely used animal model for Duchenne
Muscular Dystropir Six month oldmdx mice receied 5 ng/g body weight L-arginine by daily orahgage for
six months while contromdx and C57BL10ScSn mice reweil water by oral gvage. At the completion of
treatment, mice were anaesthetised with sodium pentobarbitone (70 mg/kg, i.p.) prior to euthanxasiéiohy e
of the heart. Cardiac function was assessed with the Langetetdmiiique at a perfusion pressure of 80 mmHg.
Mdx mice had an impaired left ventricularvaé®ped pressure relag o C57BL10ScSn control mice, but this
difference was not evident in Leanine treatedndx mice. The L-arginine treateshdx mice also showed an
increased coronary floand reduced diastolic stiffness relatito untreatedmdx mice (P<0.05). This reduction
in stiffness vas associated with a significant reduction in cardiac collagen measured as the percent of left
ventricular area stained with the collagen specific dye picrosirius red (P<0.05). These results indicate that
chronic treatment with L-arginine produces the beneficfatesf of improving function and reducing fibrosis in
the dystrophin-deficient heart.
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